SUMMARY Female first cousins, aged 21 and 21 years, with many of the characteristic features of trisomy 18, were found to have identical unbalanced translocations, 46,XX,-13, +der(13)t(13 ;18) (pl3 ;ql2)mat. Clinical features of another cousin, two uncles, and an aunt suggested that they, too, had a partial trisomy 18 phenotype. The long survival and normal menstrual and secondary sexual development in one case are remarkable. A heritable balanced translocation, 46,XX or XY, t(13 ;18) (pl3;ql2), was detected in the mothers of the cases, a sib, an aunt, and two uncles. Translocation carriers had abnormalities in gonadal structure or function, with aspermia in males and polycystic ovaries with infertility in several females, suggesting that some gene controlling reproductive development occurs on the long arm of chromosome 18, with normal function interrupted at the breakpoint. Balanced translocation carriers may also be at greater risk for both benign and malignant neoplasms, which included acute leukaemia in an uncle and adenocarcinoma of the stomach at an early age in the grandmother. Although aetiological laboratory studies identified no premalignant state, the clinical findings suggest a defect that may predispose to cytogenetic abnormalities and malignancy.
Trisomy 18 is a well-characterised cytogenetic syndrome with an incidence in newborns of 0-01 %.1
In rare instances, the trisomy 18 phenotype results from an unbalanced translocation, arising as a primary mutation or through inheritance from a parent with a balanced translocation.2 In the present family (fig 1) , female first cousins had partial trisomy 18 phenotype because they inherited identical 1 3p + chromosomes from their mothers, who carried a balanced translocation of the long arm of chromosome 18 onto the short arm of chromosome 13. Some balanced translocation carriers over three generations experienced abnormalities of reproductive function, as well as possible heightened susceptibility to neoplasia.
Materials and methods
Members of the family were interviewed and biological specimens obtained wlth informed consent between 1975 and 1977. Hospital and vital records were obtained when possible to confirm medical diagnoses.
Routine haematological tests were performed by Received for publication 6 November 1979 the National Institutes of Health Clinical Center. Quantitative immunoglobulins, immunoglobulin electrophoresis, autoantibodies, and gonadotrophins in males were measured on serum samples using standard techniques (Bioscience Laboratories, Van Nuys, California). Red blood cell antigens were tested by the NIH Blood Bank, red blood cell enzymes were assayed by electrophoretic methods,3 and HLA-A, -B, and -C antigens were determined serologically. 
Family history
The grandparents of the proband were second cousins, born in Riccia, a small mountain community in south central Italy.
The grandmother (1.4) had 14 pregnancies with ten live births and four spontaneous abortions in the first trimester of pregnancy. Three of the live births, cases 11.4, 1.9, and 11.12, died in the first 7 months of life with congenital heart defects. Case 11.9 had a patent foramen ovale, "anterior curvature of the sternum with depression of the epigastrium", and was described as being immature for a term baby. Case I.12 had a ventricular septal defect.
The grandmother (1.4) died at the age of 49 in 1952 of metastatic adenocarcinoma arising in the greater curvature of the stomach. A teratoma of the left ovary (with hair and teeth-like appendages) was also found on exploratory laparotomy. The grandfather of the proband is well at the age of 76 with mild diabetes mellitus.
Three uncles of the proband are sterile with documented azoospermia, and two (11.7 and 11.8) are balanced translocation carriers, while the third (11.3) died accidentally before karyotyping. Case 11.8 also had a partially descended left testis that was surgically removed. 
